KPATKA XAPEKTEPUCTHUKA HA INPOJAYKTA

1. HWME HA JIEKAPCTBEHMUA ITPOAYKT | p[J L20 2€ }

Jlesonokcaunu Exkogapm 500 mg puamupanu radneTku o
Levofloxacin Ecopharm 500 mg film-coated tablets ééé&?} U3 -10- 2024

2. KAYECTBEH H KOJIMMECTBEH CbCTAB
Besika tadaetka cbabpxka S00 mg nesodaokcaumt (levofloxacing, kato neBodIoKCallMH XEMHUXH/pAT.

34 NbJIHUA CIMTUCHK HA NMOMOLLIHUTE BELLIECTBA BUIKTE TOYKaA 6. 1.

3. JIEKAPCTBEHA ®OPMA

Muamupana tadbnerka

KepemuaeHo uepBeHH, NnpoabiroBati, GuaMupadu T1ab/1€TKH, rPaBUPaHy € AEIMTEIHA YePTa OT ABETE
cTpaHu, pazaensa .87 1,37 oT eaHara cTpaHa.

TaGnerkara moxe 1a Obae pa3je/ieHa Ha ABE PaBHH J103H.

4. KJIUHHUYHH JAHHH
4.1 TepaneBTHYHH NOKA3AHHUSA

JleBodioKcallMH € noka3aH npv Bb3pacTHH 3a JICYEHHUE HA ClIeAHUTE HH(pEKUMH (BXK. TOUYkH 4.4 1 5.1):
- OCTbP MHEJOHEPPHUT M YCIO0KHEHH HHPEKLIMK HA MMMKOYHHUTE MbTHLLA (BXK. TOUYKa 4.4);

— XPOHHYEH OAKTEPHAIEH MPOCTATHT:

~ WHXAJALHOHEH AHTPAKC: NMPOMHUIAKTHKA C/I€A €KCMNO3HULIMA H JIeHeHHE (BXK. Touka 4.4).

[Ipu cheanurte nudekumnn Jlesodaokcaumu Ekodgapm Tpsabea na ce u3noa3ea camo, KOrato ce cuura 3a
HENnoAXoAd11a ynorpedara Ha JApyru aHTHOAKTEPHATHHU CPE/ICTBA, KOUTO OOMYAHHO Ce MpenopbLYBaT
3a JICYEHHUE HA T€3U HH(PEKLMH:

— MHEBMOHHSA, NMPHUA0OMTA B OOLLIECTBOTO:

- OCTbp OAKTEPHAIEH CHHYHT:

- OCTpa eK3auepoalms Ha XPOHHYHA OOCTPYKTHBHA 0€101p0oOHa 001€CT, BKIIOUUTEITHO OPOHXHT:
= HEVYCJI0KHEH LUMCTHUT (BXK. Touka 4.4);

— YCIO0KHEHH MH(PEKLIMK HA KOKATA U MEKHUTE ThKaHH.

JleBodh1OKCAUMH MOKE CBLLO /12 CE U3I10/13Ba 3a 3aBbPLUIBAHE HA KYPCa HA JICYEHHE NPH MALMEHTH,
MoKasa/jiu noj00peHHue Npu HavyaJHO JIEYEHHE C HHTPABEHO3EH JIEBO(UIOKCALIMH.

Tpsabea na ce uma npeaBua OHPUUHMATHOTO PbKOBOACTBO 3a MOAXOAALLO H3MOJI3BAHE HA
aHTHOAKTEPHAJIHK CPE/ICTBA.

4.2 Jl03HPOBKA H HAYHH HA NPH.I0KEHHE

1o3upoBka

JleBohrokcamH TabieTKH ce npuaaraTt BeAHbK WK 1Ba NbTH AHEBHO. /lo3MpoBKar
M TEKECTTa HA MHPEKUMATA U OT YYBCTBUTEIHOCTTA HA MPEANO/araéMms naTtoreHeH
JleBodaokcaunt TabaeTKH MOraT CbLLO J1a Ce Npuarar 3a 3apbpllBaHe Ha Kypca Ha




nopaiu OHOEKBHBAIEHTHOCTTA HA NnapecHTCpanHaTad H nNepopajlHarta CI)DPMB,, MOXKC [1d CC NpHUAadra

ChblLIATA A034.

Morart na 6baaT naneHH CieTHKUTE NPENOPHKH 3a A03UPAHE HA IEBOMIOKCALIMH:
Hozuposrka npu nayuenmu ¢ HopMaiHa 0vOpeyna GyHKyUR (Kpeamununog Kiupwvuc > 30 mi/min)

Iloxkazanue JAHeBHa 1030Ba cxema IIpoaAbIKHTETHOCT HA
(cropeo mesxcecmmay) JICUEHHETO
(cnopeo mexcecmmda)
OcTtbp OakTepHaneH CHHYHUT 500 mg BeAHBK OHEBHO 10 - 14 nup
bakTepnanHo o0OCTpAHE Ha 500 mg BeaAHBXK AHEBHO 7-10 auu
XPOHHUHA OOCTPYKTHBHA
benoapobna GonecT BKIL.
OpOHXHT
[THeBMOHHA, NpHaoOWTa B 500 mg BeaHBXK WAH ABA MbTH | 7 - 14 AHY
oOLWECTBOTO AHEBHO
OcTbp nuenoHedpHT 500 mg BeAHbK RHEBHO 7 - 10 anu
YcnoxHeHH HHpeKUnH Ha 500 mg BeaHBXK AHEBHO 7- 14 gum
_YpHHapHHA TPaKT
HeycnokHEH UMCTUT 250 mg BeAHBXK AHEBHO 3 AHH
XpoHunueH DakTepHaneH 500 mg BeaAHBK AHEBHO 28 OHH
NPOCTATHT
YcnokHeHH HHPEKUHHK Ha 500 mg BeaHbXK UK ABa MbTH | 7 - 14 OHH
KOXAaTa U MEKHTE TbhKaHH AHEBHO
AHTpaKC NpPH BAHLIBAHE 500 mg BeAHBK AHEBHO 8 ceaMHuH
Hapywena 6v6peyna gynxyun (xpeamununog Kiupvre <50 mi/min)
o3zoBa cxema
250 mg/24 h 500 mg/24 h 500 mg/12 h
KpeaTHHRHOB ITvpea ooza: 250 mg ITvpea ooza: S00 mg ITvpea ooza: 500 mg
KJIHPBHC
50-20 ml/min Creo moesa. (Creo mosa: Caeo mosa:
125 mg/24 h 250 mg/24 h 250 mg/12 h
19-10 ml/min Cieo mosa: (C1eo mosa: Creo mosa:
125 mg/48 h 125 mg/24 h 125 mg/12 h
<10 ml/min
( BKNHOUYHTENHO Creo mosa: (neo mosa: Caeo mosa:
X€MO/IHAIIH3A U 125 mg/48 h 125 mg/24 h 125 mg/12 h
HAID)

'He ce Hanarat 10NwIHHTEIHH JO3H CEA XEMOAHANN3A MK HeNpeKbcHaTa aMOynaTtopHa
nepuToHeanHa auanunsa (HAII).

Hapywena yepnodpobra gyrxyus
He ce Hanara kopekuus Ha 103aTa, TbH KaTo JeBo(IOKCALIMH HE ce MeTabonu3npa B 3HaYHMa CTenex

OT YepHHA pob K ce ekckpeTHpa OCHOBHO upe3 ObhpeunTe.

Cmapuecka eb3pacm
He ce Hanara kopekuus Ha 103aTa NPH MaUUEHTH B CTapuyecKa Bb3pacT, OCBEH aKO He ChLUECTBYBAT
AaHHH 32 HapyuweHa O0bOpeuHa QyHKUMA (BXK. Touka 4.4 ., TEHAWHHUT W pPYNITYPY Ha CYXOXKHITHATA™
.Y abkaeaHe Ha QT uHTepBana™).

[leduampuuna nonyiayun
Jlesogr10oKCaUUH € NPOTHBOMOKA3aH NPH AELA U FOHOWM (BX. To4Ka 4.3).

HauuH Ha NnpuIoXKEHHE




Jlesopnokcauuu Tabnerxu tpadea aa ce nornbwar de3 Aa ce pa3rpowaBart ¢ A0CTATbUHO KOSIHHECTBO
Te4yHOCT. Morar Ja ce pa3ienar No ACNUMTEeNHATa YepTa 3a aJanTupase Ha ao3ata. TabneTrkure Morar
1a ce MPUEMAT MO BPpEME Ha XpaHeHe UK MexXay XpaHeHusaTa. JlesodnokcaunH Tabnerku Tpadea na
ce NpUeMart MIOHe ABa Haca npear WK CJie NPHIOKEHHETO Ha 3KENEIHH CONU, UNHKOBH COJH,
MarHe3ni- HiH aANYMHHHA-CbAbPKALUH AaHTHALMAN HAH ARAAHO3UH (CAUMO KOMOUHUYUYU HA OUOAGHO3UH
C AIWWMUHUL- WU MA2He3UU-CbObpXcauu Oyghepupaiyu cpeocmea), u cykpaigpam, Tbit KaTo MOXE 1a
HacTbNKU HaManABaHe Ha abcopOunaTa Ha neBODNOKCALMH (BXK. TOUKa 4.5).

4.3 IIporHBOonOKA3aHHA

JleBognokcaunx TabneTkH He TpadBa aa ce npuaarar:

—~ [Py CEPBXUYBCTBHTENHOCT KbM aKTUBHOTO BELWIECTRBO, APYTH XHHONOHH, WK KbM HAKOE OT
MOMOLLHHKTE BeLLECTRA, H3OPOEHHU B TOUKa 6.1;

— MNMpH NAUHCHTH C €ENHAICTICHA,

— . MpM MaLHEHTH C aHAMHE3a 32 HAPYLLUEHHUA HAa CYXOXKHIHATA, CBbP3aHH C NPHIOXKEHHE Ha
bnyopOXHHOOHH;

- MPHU A€LA W IOHOLLU;

~ no BpeMe Ha OpeMEeHHOCT;

- Mo BpeMe Ha KbPMEHE.

4.4 CrneunaaHH npelynpexkIeHHs H NPEINAIHA MEPKH NPH ynorpeba

Ynorpebara Ha neBodnokcauuH Tpadea na ce u3dArBa Npy NALMEHTH, KOUTO €A HMAJTH CEPHO3HH
HEXENAaHW PEAKLIMK B MUHATIOTO MPU ynorpeda Ha npoayKTH, ChAbPKALUH XUHOMOHH HITH
bayopoxuHonoHH (BX. Touka 4.8). JleueHnero Ha Te34 nauueHTH ¢ 1eBOpIOKCAUHH TpadBa Aa ce
3ano4Ba CaMo NPH JIMNCA HA ANTEPHATHBHU Bb3MOXHOCTH 34 ICYEHHE H Clle BHUMATENHA OLEHKA Ha
CHOTHOLIEHHETO NO3a/PUCK (BXK, CbLIO TOHKa 4.3).

Puck om pezucmenmuocm

MHOro BEpOATHO € METHLIWIHH-PE3UCTEHTHH . qureus Na HMAT KOPE3IHCTEHTHOCT KbM
$AYOPOXHHOMOHHK, BKIOMUTENHO AeBodnokcauud. [lopaau Tora nesoduiokcaliH He ce NpenopbYea
33 IEHEHHETO HA W3BECTHH WK nono3upanu wHdekunn ¢ MRSA, ocaeH ako s1abopaTopHH pe3ynTaTH
NOTBLPAAT YYBCTBHTEHOCT HA MHKPOOPraHu3Ma cripaMo JeBopIOKCaUurH (M NpenopbyBaHHTE
OOHKHOBEHO aHTHOAKTEPUAIIHHU CpeACTBa 3a NeveHHe Ha HHekuun ¢ MRSA ca cyeTtend 3a
HENOAXOAALLH).

JlesodnokcalMH MOX€E 1a CE MPHUJIara 3a JICUCHHE Ha OCTbp DAKTEpHATEH CHHYHT H 000CTPSAHE Ha
XPOHHUYEH OPOHXHUT, KOraToO Te3H UHPEKLIMH Ca NPABHIHO AHATHOCTHLIUPAHH.

PeancreHTHOCTTA CIPAMO (PJIYOPOXHHONIOHH Ha £. coli — HaH-4e€CTHA NaTOreH, CBbp3aH ¢ HHPEKLIMH
Ha ypHHapHHUA TPakT — Bapupa B EBponeickua cvio3. [lpeanuceaumre Tpadbsa aa B3eMaT npeasua
NOKaTHO Npeo0121aBallaTa pe3sHCcTeHTHOCT cnpamo dnyopoxuHonown npu E. Coli.

AHTpaKc Npu BavwIBaHe: [IpUIOKEHHETO NMPH XOpa Ce OCHOBABA HAa JAAHHH 33 UYBCTBUTENHOCTTA in
vitro Ha Bacillus anthracis w Ha €KCAEPHUMEHTAIHH JAHHH NP XXHBOTHH, 3a€1HO ¢ OFPaHHYCHH NAHHH
npH xopa. JlekyBalre nekapu Tpabea na ce pedepypar KbM HallMOHATHUTE W/HIH MEXTY HAPO1HH
KOHCEHCYCHH IOKYMEHTH OTHOCHO JIEUEHHETO HAa AHTPaKC.

[Ipodvancumenu, uneAIUOUIUPAW U U NOMEHYUATHO HeOOpaAMUMYU CEPUOIHU HENCETAHU 1eKAPCMEEHY
peaxyuu
CrobliaBa ce 3a MHOIMO PEAKH Cly4au Ha NPOABLIKHTENHH (NPpOAbIXAaBaLUH MECEUH

MHBAIMAU3HPALUH Y NNOTEHLUHATHO HEOOpATHMH CEPHO3ZHH HEXKEJTaHH NEKAPCTBEHH P’
3aCAraliH Ppa3/iInuHU, MOHAKOra MHOIO CUCTEMH B OPraHu3Ma (Mycxynuo-cxenemaf
MCHXHKA H CETHBHU OPraHK) MPH NALMEHTH, NOTYHABALH XHHONOHHU U (IIYyOPOXH
HE3aBHCUMO OT TAXHATA Bb3PACT M BEYE CHLUECTBYBALUMTE PUCKOBH dakTopH. Jies
aa ce cnpe He3abaBHO NPH MbPBUTE NPU3HALLM MK CHMNTOMH Ha BCAKA CEPUO3HA H




KaTO NauLHCHTUTC TpﬂﬁBa Aa CC ROCHBETBAT N4 CC CBBPKAT C TEXHHA NCKap, NpCannucan NCKkapcTsoToO,
3a CTBEBCT.

Tenounum u pazkbCeane Hd CYXOXCuiue

TeHAUHHUT U pa3KbCBAHE HA CYXOXKHAHE (MO-CNEUHAHO aXHIECOBO CYX0XKHAHE, HO €3 aa ce
OrpaHuM4aBa caMo 10 HEro), NOHAKOra ABYCTPAHHO, MOXKE /1a Ce MONYHH Ole B pamkuTe Ha 48 vaca oT
3aM04BaAHE HA NEYEHHUETO ¢ XHHOIOHHU U (PIiYOPOXUHONOHH, KATO MMA CbOOLLIEHKS 3a TaKUBA, Pa3BHIIH
ce AOPU A0 HAKOJIKO MECeLa clie/] MPEKPAaTABAHE HA IeYeHHETO. PUCKBT OT TEHAHHHUT M pa3KbCBaHE Ha
CYXOXHIHE e NMOBULLABA NPH NO-Bb3PACTHU NAUKHEHTH, NAUHEHTH C OBOPEUHO YBpEXKAAHE, NALIUEHTH
C TPAHCMNAHTHPAaH COMMACH OpraH, NAUMEHTH, Nofyvasait AHesHH Ao3u no 1000 mg
neBoNOKCALMH U TAKWBA, N€KYBAHH CbMbTCTBALLO C KOPTHKOCTEpOHIH. [10 Tazn npuunHa
CbLMBTCTRALLATA YNOoTpeda HA KOPTHKOCTEPOUAH Tpadea aa ce uibarea.

[lpy nbpersa NpU3HaK HA TEHAKHHT (Hanp. 601€3HEHO NOAYBRAHE, BLINAINECHHE), TEYEHHETO C
neeodnokcaudH TpabBa na ce NpekpaTH W Aa ce OOMUCIIH ANTEPHATHBHO JIEYERHE. 3aCErHaTHAT(TE)
kpaiiHuk(un) Tpabea aa Obae(ar) nekyBaH(H) No noaxoasAl HayuH (Hamp. obe3aABMIKBaHE).

He TpsabBa na ce H3non3BaT KOPTHKOCTEPOHAH, AKO CE MOABAT NPH3HALM HA TEHAHHONATHA.

Muoxaonyc

CpobuwasaHy ca ¢cayvyard Ha MUOKIOHYC MPH MaureHTH, NnpyueMaliy N1eBogUIOKCauHH (BXK. Touka 4.8).
PHUCKBT OT MHOKIIOHYC CE NOBHILIABA NPH MO-Bb3PACTHU MALMEHTH H NPH NALMEHTH ¢ OBOpeyHo
yBpEeXKAaHe, ako 403aTa Ha NeBodAOKCaUHH HE CE KOPHIHpa CNOpea KPEaTHHHHOBHS KIIHPBHC.
JlepodnokcauuH Tpabea aa ce npekparH He3abaBHO NpW NBbPBaTa MOSBa HA MMOKJIOHYC H J1a C€
3aMOYHE NOAXOAALLO NteyeHHe.

3aboassanus, cevpsanu ¢ Clostridium difficile

Huapus, ocobeHo ako € TexKa, APOABHKHTENHA H/UIW KbPBABAa, MO BPEME HA MITH Clell JIEYEHHE C
nepodoKcaurH (BKJIIOUHTETHO HAKONKO CEAMHLM C/IEA JCUCHUETO), MOXKE Aa Obae CUMNTOMATHYHA
3a 3abonasaune, csbp3ano ¢ Clostridium difficile (CDAD). CDAD moxe na Bapupa rno TexecT OT AeKO
[0 ’KHBOTO3aCcTpalllaBalilo, Hai-TexKaTa ¢opMa Ha KOETO € NCeBAOMEMOpaHO3€eH KOMUT (BXK. TOUKa
4.8). ETo 3au10 € BOXXHO 13 C€ B3€MEe NPeaBUA Ta3y AHArHO3a NPY NALNUEHTH, KOUTO Pa3BUBAT TEXKKA
AHApHA MO BPEME Ha WK CJie] JIeUeHHe ¢ NeBOPAOKCALHH. AKO HMA CbMHEHHE WK ce NOTBbLPAM
CDAD, nesodnokcauunH Tpadea aa ce cripe He3abaBHO M BeaAHAra aa ¢e 3ano4vHe noaxoafllo JIEYEeHHe.
JlekapcTBeHU NPOAYKTH, MNOATUCKALUW NEPHUCTAITHKATA Ca NPOTHUBONOKA3aHU NMPH Ta3H KIMHHUYHA

CHTYaUMA.

Hayuenmu, npedpa3nonodceru KvM npunaovyu

XHWHONOHHWTE MOTaT Aa CHWAKAT Nnpara Ha npMnagbud U MOraT Ja NPeAH3BUKAT MPHMNALbK.
JleBobIOKCAUWH € NPOTHBONOKA3AH NPH MALHEHTH C aHaMHe3a 3a enunencus (BXx. Touka 4.3) H KakTo
NpH APYTHTE XHHONOKH, TPAOBA Na ce npunara ¢ NOBUUIEHO BHUMAHHE NMPH NaLHEHTH,
NPEeAPa3NOJOKEHH KEM NPUNAABUN WIH HA ChITBTCTBALLO NEYEHHE C AKTHBHH BELLECTBA, KOHTO
CHHIXKAaBaT uepedpalHUA nNpar Ha NpUNaablK, Kato Teodunnn (Bx. Touxa 4.5). B cayvaii Ha
KOHBYJICHBHM npunaasbuu (BxK. Touka 4.8), neyenuvero ¢ nesodnokcauus Tpadea ga ce npexkparh.

ITayuenmu ¢ oeghuyum na 2a0ko30-6-hoccham dexudpozenaza

[TauneHTH ¢ naTeHTeH UK H3ABeH aedeKkT Ha rwko30-6-dhocdar gexuaporeHaHata akTHBHOCT,
MOraT 1a NPOABAT CKJIOHHOCT KbM XEMOJIHTHYHU PEaKUHH, KOTAaTO Ca JIEKYBAHH C XHHOJOHOBY
aHTHOaKkTepranHu cpeactTsa. [lopaau ToBa, ako JEBOPIOKCALIMH CE€ U3IMON3BA NPU TAKMBA MALHEHTH,
TpAOBa Aa Ce CNeAH 3a €BEHTYaIHA M0ABa Ha XEMOJIH3A.

Hayuenmu ¢ 6vbpeyuru yapercoanus
Toii KaTo NerohIOKCaAUKH C€ EKCKpEeTHPa OCHOBHO upe3 0vOpeuunTe, no3arta Tpadea na
O1ae KOpUrHpaHa npu nauneHTy ¢ 60peuHo yBpexxaaHe (Bx. Touka 4.2).

Peaxyuu na cepvxuyecmeume.iHocm
JleBotpnokcaunH MoOXKe Aa NPUYHHH CEPHO3HH, NOTEHUWANHO (aTalHH PEaKkilUH Ha
CBPBbXUYYBCTBHTEIHOCT (T.€. AHMOEAEM 10 aHAPHNAKTHYEH LIOK), NOHAKOra Nnoce




ao3a (k. Touka 4.8). [laumeHTnTe TpabBa Aa NpekpaTAT JieueHHeTo He3abaBHO M A C& CBLPXKAT ¢
TEXHHA JIEKAP WJIK C IEKAP OT CNELIHA NOMOoLLl, KOHTO Aa HHYULIMMPA NOAXOAALIM CMEUWHHK JCHCTBHA.

TeocKku KOJICHU Hedeaanu peakyuu

TexxH KOKHH HexenaHn peakunH (SCARSs), BkIOUBalllM TOKCHYHA enuaepMaiia Hexkpoausa (TEN:
H3BECTHA owle kaTo cuHapom Ha Lyell), cunapom na Stevens Johnson (SJS) u nekapcTBeHa peakuus ¢
e03HROPUIHA U cHCTeMHH cUMITTOMH (DRESS), kouTo MOXe na ¢a >kuBoTo3acTpalaBaLtt WiM ¢
nAeTaNeH U3Xoj, ce choOLABaT BbB BPb3Ka ¢ ynorpedara Ha neBodnokcaumH (Bx. Touka 4.8). [lpu
NPEANKHCBAHETO HA IEKAPCTBEHUA MPOAYKT NauHEHTUTe TpabBa aa 6bvaat HHpopMHpaHH 3a
NMPH3HAUMTE K CHMIITOMUTE Ha TEXKH KOXXHH peakuMH W aa 6baat HabnroaaBaHu ¢ MOBULLEHO
BHHUMaHHE. AKO C€ NOABAT NPU3HALIA H CHMIITOMMH, MOKA3aTEHH 3a TE3HW PEaKLHH, NPHIOKEHHETO Ha
neBogJIOKCaUHH TpAOBa He3aDaBHO Aa Ce NPECYCTAHOBH H Aa ce OOMKHCNH ANTEPHATHBHO NeveHne. AKO
MaUHEHTBT € pa3BU cepHo3HA peakuna, kato Hanpumep SIS, TEN wnn DRESS npu ynotpebara Ha
NEBOPIOKCALMH, JICUYECHHE C 1EBOPIOKCALHH HE TpAOBa Aa c€ 3ano4YBa OTHOBO MPH TO3H MAaUHEHT.

Huceruxemun

KaKTo npy BCHYKH XHHONOHH, ca CbOOLLARAHK HAPYLIEHHS B KPbBHATA 3aXap, BKJIKOYBALIH KAKTO
XHUMOIJIMKEMHA TaKa U XUMEPIrIIMKEeMHUA, Bb3HAKBALLH NO-4€CTO NPH NALMEHTH B CTAPYECKA Bb3pacT,
OOHKHOBEHO NPU NALIMEHTH ¢ AHaleT, npueMaLild ChITbTCTBALLO JICUEHHUE € NEPOPATTHO
XHMOrIHKEMHYHO CPEACTBO (Hanp. raudeHknamMua) uiK ¢ HHCYuH, CvobluaBaHu ca cayyaun Ha
XHMornHkeMruHa koMa. IlpH naurenTu ¢ anaber ce npenopbyYBa BHUMATENMHO NPOCIEAABAHE HA
KpbBHaTa 3axap (BX. Touka 4.8).

JleueHuneTo ¢ nesodpnokcalnH TpsdOBa Aa ce cnpe He3abdaBHO, aKO NALMEHTHLT ChOOLLH 332 HAPYLUCHHA
HAa KpbBHAaTa 3axap v TpabBa 1a ce UMa NpeasH] aNTepHaTUBHA aHTHOAKTEpHUalHa Tepanis C
HedTyOPOXHHONOHH.

IIpeonazeane om thomouyscmeumennocm

[1pn neognokcaumn e crobuasana doTouyBcTBHTEAHOCT (BXK. Touka 4.8). [Ipenopbupa ce
MAaUKUEHTHTE Ja HE CE U3NaraT H3JHUIHO HAa CWIHA CABHUYEBA CBETAHHA WK Ha U3KYCTBEHH UV abun
(Hanp. KBapLIOBa namMna, colapHyM) No BpemMe Ha JieveHHeTo U 48 yaca cne NpeKpaTaBaHeETO MY, C
uen npeanaspaHe ot GOTOHMYBCTBHTENHOCT.

Hayuenmu, _exysanu ¢ sumavun K aumazonucmu

[Mopaan Bb3IMOMHOTO NOBHKLIABaHE Ha koaryaauuonute TectoBe (PT/INR) u/unu kbpBeHe npu
NALKMEHTH, NEKYBaHH € ieBOoPNOKcaUnH B KOMOHHauMa ¢ BUTaMHH K anTaroHucT (Hanp. BapgapHH),
€ HeoDXOaAMMO NPOC/eAABaAHE HA KOAryJJAUHOHHHTE TECTOBE, KOraTo TE€3H JICKapCTBa €a NpHUNaraHu
eNHOBpEMEHHO ( BHXK TOYKaA 4.5).

Ilcuxuunu peaxyuu

Cbo0uwaBaHy ca NCHXMYHHU PEAKLIMM NPH NMALMEHTH, NPHEMALLA XHHONOHH, BKIKOYHTETHO
nesodokcaurH. B MHOro peaxkH CJIy4ad ¢a NporpecHpaii 10 CYHUWAHH MHCIH U
caMo03acTpallaBailo MopeACHHUE, MOHAKOra caMo ciell €AWHHYHA 1033 NeBOo(PIOKCAUHH (BXK. TOYKA
4.8). B ciyuait ye nauHeHTHT pa3BHe TE3H peakLHu, NPHEMBT Ha NeBoduoKcalHH TpabBa na ce
npekpaTy He3abaBHO, NPH NbPBY NPU3HALW U CHMTOMH Ha TE€3H peakLUH, U NaLUKEHTHT Tpsabea Aa
Obae NochLBETBAH [a ce CBbPKE ¢ NPEANMKCBaLMs Jekap 3a cbBeT. Tpadea aa ce obmucnu
aNTepRaTHBHA HE(UTYPOXHHONOHOBA aHTHOAKTEpHAIHA TEPANKUS H [1a CE MPWI0KAT NOAXOAALUH
MepkH. [Ipenopbusa ce NOBHLUIEHO BHUMAHHE, aKo J€BODIOKCALIMH ¢€ NPUJIara Npu NCHXOTHYHH
NaLHEHTH HIIH NPUH NAUMEHTH ¢ aHAMHe3a 3a NICHXOTHYHO 3abossaBaHe.

Yovaxcasane na QI unmepeaia
Heobx0auMO0 € NOBHLIEHO BHUMAHHKE, KOraTo (payoOpOXHHOAOHH, BKIKOYHUTENHO aeBodno

HanpuMmep:

- CUHAPOM Ha BpoaeH yab/bxeH QT uuTepsan;

- €AHOBPEMEHHO MPHUIOKEHHUE HA JICKAPCTBA, 338 KOUTO € U3IBECTHO, Y€ YAbJIKA
(Hanp. knac A v Ill aHTHapUTMHUHK, TPHUHKITHYHH AHTUAENPECAHTH, MAKPON
AHTUINCHXOTULH);



HEKOpHIYpaH €JEKTPOAUTEH AUcOanaHc (Hanp. XUNoKanueMHus, XUNOMarHe3HEMHS ),

- CbpAcUHO 3a00AsABaHE (HANP. ChpACYHA HEAOCTATBYHOCT, HHPAPKT HA MHOKapAA,
Opaaukapaus).

[TaunerTHTE B cCTapyecka Bb3pacT W )KEHUTE MoraT aa Obaat NO-4yBCTBHTENHH CIPAMO JIEKAPCTBA,

yawmkasaw QTc. IMopaaun ToBa € He0OX0ANMMO NOBHLLIEHO BHUMAHHE, KOTATO APH TE3H NMOnyJjaunH

C€ NPUNATaT PAyOPOXHHONOHH, BKITIOYHTENHO NeBodoKcauHrH, (BX. ToukH 4.2 llayuenmu 8

cmapuecka evipacm, 4.5, 4.8 1 4.9).

[lepughepua nesponamus

Cpobiuasa ce 3a cy4ar Ha CEH30PHA H/IH CEH30MOTOPHA NOMIMHEBPONATHS, BOACLLH A0 NAPECTEINH,
XHMITOECTE3IHUA, AU3ECTE3NA UK cNabOCT NPU NAUHEHTH, NPpUEMallM XHHONOHH W PTYOPOXHHONOHM.
[Mauuentute, KOUTO NpHEeMaT NeBoguiokcauuH, Tpadsa aa 6baaT NocLBETBaHU Aa HHPOPMHPAT CBOA
neKap, NpeaH Aa NpoaL/XKaT JICUEHHETO, 2KO C€ MOSBAT CHMNTOMHM HA HEBpoNaTHs, karo 00/Ka,
yCelllaHe 3a napeHe, MpaByuYKaHe, H3TpblBaHEe WK cnabocCT, 3a Aa ce NpeaoTBpaTH Pa3BHTHETO Ha
NOTEHUHATHO HeoOpaTHMO 3abonapane (Bx.Touka 4.8).

Xenamobuiuapru HapyuieHus

CrobuaBaHH ca ciyuan Ha yepHoapoOHa Hekpo3a 10 ¢atanHa YepHOApoOHa HEAOCTATHYHOCT MNPH
neBodnoKcaUMH, NPEAHMHO NPH NAUKHEHTH C TEKKH NOANEKaLWH 3adonsaBaHus, Hanp. CENCcHe (BX.
Touka 4.8). [TauuenTute Tpabea ga 6bAAT CHBETBAHU Aa CMPAT NEHSHUETO M 14 C€ CBBHPXKAT C JeKaps
CH, aKO pa3BHAT NPHU3HALIM H CUMITTOMH Ha YepHOAPOOHO 3a00nsBaHE KATO AHOPEKCHS, KBATEHHLA,
TbMHA YpUHA, CbpOEK UK DONE3HEH KOpEM.

Obocmpane Ha MUACMeHus 2pasuc

D1yOPOXUHONOHHTE, BKAIOYHTETHO NeBogIOKCALIHH, HMAT HEBPOMYCKYNHO O/10KKMpalllo AEACTBHE U
Morart jga obocTpsaT MyckynHara cnabocT npy naudeHTH ¢ MHacTeHus rpaBuc. [1oCTMapKeTHHIrOBH
CEPUO3HH HEXENAHU JIEKAPCTBEHH PEAKLHY, BKIIOYBALIH CMBPT U HEOOXOAUMOCT OT NMOAABPXKAHE HA
NULIAHETO, ca CHOoOLABAHH NMPH PNYOPOXHMHOOHH, U3INMOI3BAHY NPHY NALMEHTH C MHACTEHUA MPaBUC.
JleBodioKcaLMH HE Ce NpenopLUBa NPH NALMEHTH ¢ AHAMHE3A 32 MHACTEHHSA MPaBHC.

3pumennu Hapywierus
AKO 3peHHeTO Obae YBPEASCHO MK BL3HMKHAT HAKAKBH €(PEKTH BLpXY OUHTE, HE3abaBHO TpAdBa aa ce
NMPOBEAE KOHCYJITALMS C O4E€H CNEUHATHCT (BXK. TOUKH 4.7 1 4.8).

Cynepunghexyus

[TpunoxkeHueTo Ha NeBOGUIOKCALIMH, 0CO0EHO NMPOIBIHKHTETHOTO, MOXKE 13 A0Bede 10 CBPbX pacTex
Ha HEYyBCTBHTEJIHH MUKpoopraun3Mu. TpadBa aa ce npeanpreMaT NOAXOAALUN MEPKH, aKO HACTLIH
cynepuHdexUUs No BpeMe Ha TEPanMATa.

IIpomenu 6 rabopamopruume uzciredeanus

[Tpn nauxeHTH, TEKYBaHU C J1eBOQIOKCALIMH, YCTAHORABAHETO HA ONMHUATH B YPHHATA MOXE Aa Aane
¢haNKBO MONOKHTENHHU pe3ynTaTH. Moxke na e HeobX0aMMO Aa ce NMOTBLPAH MOJOXKHUTETHUSA
pPe3yaTaT 3a OMKATH C MO-CneuHPUIEH METOA.

JleBohnokcalluH MOXe a NOTHUCHE pacTexa Ha Mycobacterium tuberculosis w nopaau Tosa, MOXe 1a
nane hanlHBO OTPHLIATENHH PEe3yJITaTH NpH OAKTEpPUONOruvHaTa AMarHos3a Ha Tybepkonoza.

Iosuwen puck om anespuzma 4 QUCEKAYUA HA AOPMAamMa U Peypeumayus/HeoocmanmvHocm Ha
CHPOCUHUME Kianu

EnnaeMHOoNOruuHuTe Mpoy4BaHUA NOKA3BAT NOBHLUEH PUCK OT aHEBPH3MA U AMCEKaLIHA Ha
OCOOEHO NpPH MalMEHTH B CTAPYECKA Bb3PACT, KAKTO H OT peryprurauus Ha aOpTHaTa U
KJana ciea npueM Ha GayopoOXHHOJIOHM.

Cbo0uweHH ca cayyau Ha aHeBPU3MaA M JUCEKALMA Ha aopTaTa, MOHAKOra yCAMKHEHH
Pa3KbCBaHE (BKAKUYHTENHO C JIETATEH U3X0) H perypruTaumi/Hea0CTaTb4HOCT HA H
CBPACHHHUTE KIaNH NpH NalKUEHTH, ApYeMallH GIAYOPOXHHOMOHH (BX. TO4Ka 4.8).



3aTora ¢pAyopoxHHonoHuTe Tpab8a Na ce H3NOA3BAT CaMO CNel BHUMATEHA OUSHKA Ha
CHOTHOLUIEHHETO NMOA3A/PUCK H CNel pa3rfieKAaHe HA APYTH TEPaneBTHYHH BL3MOXHOCTH PH
fatMEHTH C MONOKUTENHA haMHIHA aHAMHE3a 33 AHEBPU3MA UM BPOACHO 3a00onsBaHe Ha
CbpACYHHTE KNAMK, HITK NPH MALUEHTH, AHarHOCTHLMPAaHH C NpeaLlecTBallla aHEBpH3Ma H/HH
AUCEKALMA HA aopTaTa Wiu 3abonsaBaHe Ha CbpACHHUTE KNaNH HAH NPH HATHYHKE Ha APYTH PUCKOBH
dakTopu U1K 3abongsaHud, Npeapaznonaraluly

- KaKTO 3a aHEBRpHU3Ma, TaKa M 3a AUCEKALIMS HA a0pTaTa M 3a peryprurauus/HeJ0CTaTbYHOCT Ha
CbpACHHHTE KNanu (Hanp. HapyWeHHs Ha CbE€NHHUTENHATA TbKAaH, HAaNp. CHHApoM Ha Marfan,
uau cunapom Ha Ehlers-Danlos, cuuapom Ha Turner, 6onect Ha Behcet, xunepronus,
PEBMATOUAEH APTPHT) UK IOMBIAHHTENHO

- MpH aHEBpU3MA W JUCEKALMS HA aopTaTa (Hanp. CbAOBH HAPYLUCHHA, HAMNP. APTEPUHT HA
Takayasu, FrHraHTOK/IETbYEH apTEPHHT, HITH W3BECTHA aTEPOCKIEPO3a WK CHHAPOM Ha
Sjégren), HAH AOMBAHUTETHO

- [IPH PErypruTauya/He0CTaTb4HOCT HA ChpAeHHUTE Knanu (Hanp. HHOEKLUHO3EH
€H0KApaHT).

PUCKDBT OT dHCBPH3Ma H JJHCCKALUMA Ha a0pTaTa H TAXHOTO PA3KbCBAHC MOXKC CbLIO Ja CC NNOBHLUH TIDH
MNALHCHTH, NCKYBaAHH CAHOBPEMCHHO CbC CHCTCMHH KOPTHKOCTCPOHAOHN.

B cnyuait Ha BHe3anHa Oonka B KOpema, FpbAHHA KOw Wi rbpda nauueHTuTe Tpadea aa 6baar
NOCHBETBAHM 4a C€ KOHCYNTHPAT He3abaBHO € JieKap B CNEUIHO OTAEICHHUE,

[MaunenTrTe TPAOGBa Aa OBAAT NOCHLBETBAHU 4a NOTBLPCAT HE3aDaBHO MEANUMHCKA MOMOLL B Ciy4aH Ha
OCTpa AUCNHEA, N0ABA Ha chpuebHeHe (NatnuTauKMH) WK Ppa3BUTHE HA OTOK HA KOpEMa HITH QOJTHUTE
KpaHHHLIH.

Ocmvp naukpeamum

[Tpu naudeHTH, npuemauly neBodIOKCaUMH, MOXKE Aa ¢e Habnwaasa ocTbp naHkpeaTHT. [laupeHTHTe
TpabBa na ObaaT MHPOPMHUPaAHH 32 XapaKTEPHATE CHMNTOMH Ha OCTbP NaHKpeaTHT. [launeHTHTe,
KOUTO UMaT rafieHe, HEPA3NOIOXKEHHE, KOpeMeH AMCKoMPopT, ocTpa KopemBa Honka unu NOBpbLLAHE,
TpabBa aa 6bIaT NOANOKEHHU HA He3aDaRHA MEIULIMHCKA OUSHKA. AKO €€ MOa03Hpa OCTBP
MaHKpeaTHT, ynorpebara Ha nepodnokcaurH TpsaOBa Na ce NpeyCcTaHOBH, aKO Ce€ NMOTRbPAH,
ynotpebaTa Ha neBognokcaunH He Tpadea aa 3anousa 0THOBO. TpabBa aa ce BHUMaBa MpH NAUMKEHTH
C aHaMHE3a 3a NAHKPEaTHUT (BXK. ToUka 4.8).

Hapyuwienus na xpvema

KOCTHOMOZbYHA HEAOCTATBUHOCT, BKAIOUYHTEHO NEBKOMEHHUA, HEYTPONEHUA, NAHUKHTONEH!S,
X€MOJUTHYHA AHEMHA, TPOMOOUMTONEHHSA, anlaCTHYHA AaHEMHA WIH arpaHyJIOLMTO3a, MOXE Aa ce
pa3Bue MO BpEME Ha JIeUEHHETO ¢ neBodaokcaurH (Bx. To4ka 4.8). [IpU cbMHeEHHE 38 HAKOE OT TE3H
HapylleHHS Ha KpbBTa TpAOBa Aa c€ CneaHu KpbBHATA KapTHHA. B cnydait Ha aDHOpMHH pe3ynTaTh,
TpadBa na ce OOMMUCH NpPeKpPaTABAHE HA JIEYEHHETO C JIEBO(IOKCALHH.

4.5 B3auMoaeWcTBHE ¢ APYTH JIEKAPCTBEHH MPOAYKTH H APYrHd GOPMH HA B3aHMOAEHCTBHE

EdexTty Ha ApyrH NEKAPCTBEHH NPOAYKTH BHPXY J1eBODIOKCAUHH

Keae3nu coru, YuHKOBU CONU, MACHE3IUU- WIU ATYMUHUU-CODOBPICAU AHMUAYUOU, OUOAHO3UH
AbcopbumaTa Ha neBO(IOKCALMH € 3HAYMTENHO HAMAIEHA, KOraTo TOH ce npuaara

€HOBPEMEHHO C XKEJIE3HU CONH, MATHE3UH- UWITH ATYMUHUA-ChAbPXKALW aHTHALMAW HANW AWAAHO3HH
(camo opmu Ha OUOGHO3UN C ATYMUHUL- WIN MACHE3UU-COBPICaUU ODyghepupauiu cpedcmsa).
H3irnexaa, ye €IHOBPEMEHHOTO NPUNOKEHHE Ha QIYOPOXHHONOHHU C MYJITUBHTAMHHH, CHIBN
UMHK, HAMANABA TAXHATA nepopanHa abcopbums. [lpenopbusa ce NPoAYKTHTE, CbABP 4
ABYBAJIEHTHH HJIM TPUBAIEHTHH KATHOHU KATO KENE3HH COMU, LUHKOBH COJTH, HIIH Ma
ANYMHHUH-CHABPAKALUY aHTHAUMAHK, UK AHAAHO3HUH (cavo hopmu Ha CUOAHO3IUH C a
MacHeu-corovpicayu bygepupayu cpedcmea) na He ce NPUEMAT A0 2 vaca npeau
cjiell NPHIOKEHKETO HA NeBodgaoKcaudH (BX. Touka 4.2). Kanuuesute conu umart MHk




eekT BLPXY nepopasnHaTta abcopObumns Ha NeBOPNOKCALHH.

Cyxpaigham
BHOHAIMYHOCTTA Ha NeBOMIOKCALHH CE HAMAABA 3HAUNTENHO, KOraTo Ce MPUiara e1HOBPEMEHHO
CbC Cykpandar. Ako naumeHTHTe TpabBa aa npueMar U cykpandar, U fesopnoKkCaUMH, Hait-100pe ¢

Ja npueMart cykpangar 2 yaca ciel NpHeM Ha neBoduIoKcauMH (Bx. Touka 4.2).

Teopurun, hendyhen wiu noOodOHU HecmepoOUOHU RPOMUBOELINATUMEIHY TeKAPCMBA

He ca nabniogasann papMakoOKHHETHYHH B3aMMOAEHCTBHA HA JIEBOMNOKCALUHH ¢ TEODHITHH B
KJIMHUYHO NpoyusaHe. Bunpekn ToOBa MOKe Ja HACTBLIIKM U3Pa3eHO NOHHXKABAHE HA LepedOpanHus npar
Ha NPUNagbLUN NPH €IHOBPEMEHHO NPUNAOKEHUE HA XHHONOHH ¢ TEOGHUIHH, HECTEPOHIHH
NPOTHBOBbINANMTENHH JIEKAPCTBA HWIIK APYrH CPEACTBA, KOMTO CHHXKABAT [para Ha NpHNaabLH.
KoHueHTpauusaTa Ha neBopnokcauunH € okono 13% no-BUCoxa B IPUCHCTBHETO HA PeHOYydeH,
OTKOJAKOTO NPH CAMOCTOATETHOTO MY MPHJIOKEHHUE.

IIpobeneyuo u yumemuoun

[IpobeHeuna ¥ UKMETUAWH UMAT CTATUCTHYECKH 3HAUMM €DEKT BbPXY €JIMMHHHUPAHETO Ha
nesopokcaMH. bLOpeUHHAT KIHPBHC Ha NEBOPIOKCALHH C€ HAMaNABA OT UMMETUAHH (24%) n
npodeHenna (34%). Tosa ce cnyuBa Tbi KaTo ABETE JIEKApCTBA €a B CLCTOAHHUE Aa ONoKKHpaT
6nOpeunara TyOysiHa cekpeuns Ha 1eBoquioKcaurH. Benpeky ToBa npH W3nuTBaHuWTe 1034 B
MpOY4BaHETO, MAJIKO BEPOATHO € CTATUCTHYECKH 3HAYUMMUTE KHHETUYHH PAIHKH Aa €a OT KIMHHYHA
3HAYHUMOCT,

Heo0xoanmo € noBHILIEHO BHUMAHHE NMPH €AHOBPEMECHHO NPUIOXKEHUE HA NeBOQIOKCALHH ¢
nexkapcTBa, 3acarau 6b6peuHara TyOynHa cekpeliisa KaTo NpobeHeuna U UHMETHAWH, OCOOEHO NPH
NauHeHTH ¢ OBLOpeUHH yBpexxaaHHA.

Hpyea unghopmayun
KnuHnynu dhapMakonoriuyHi npoyd4BaHHUA MOKa3BaT, 4e¢ (papMakOKMHETHKATA HA NeBO(IOKCALHH HE €
3aCErHaTa B KIMHHYHO 3HAYMMa CTEMEH, KOraTo nNeBoduUIOKCALMH Ce€ NPUara 3aeaHo ¢bC CIAEAHHUTE

JeKapcTBa: KaluMeB KapOoHaT, IMrOKCHH, IMUOEHKIaMH A, PAHHTHIHH.

EdekTn Ha neBodnokcalldH BbpXY APYIrH J€KAPCTBEHH NPOAYKTH

L{uxrocnopun
[TonyKHBOTHT H& UMKJIOCNOPUH ce nosuiuaea ¢ 33%, korato ce npunara ¢ 1€BOMAOKCaUHH.

Bumavun K anmazonucmu

CpobitaBaHy ca NOBHILEHU CTOWHOCTH NpH koaryaaluonHH TectoBe (PT/INR) w/nnu kupeene, xoeto
MOXKe 1a Obae TEXKO, NPHY NALUWEHTH JEKYyBaHH ¢ eBodokcauuH 8 KOMOWHaLMA ¢ BUTAMHH K
aHTaroHUCT (Hanp. sapdapuH). [lopaau ToBa KoarynauMoOHHUTE TeCTOBE TpAOBa na ObaaT
NpocneasBaHM NpH MaUuHEHTH, NEKYBaHHU C BUTAMHH K aHTArOHHCTH (BUX TOuKa 4.4).

Jexapcmea, yovixcasauwiu QI unmepeana

Jlegodnokcaumt, KaKTo ApYyrure XHHONOHH, TpadBa na Obae npunaraH ¢ NOBULLIEHO BHUMAHWE NpH
NaLHeHTH, NPUEMALLK NEKAPCTBA, 3a KOUTO € U3BECTHO, 4e yabiukasaT QT uHrepsana (Hanp. knac 1A
1 11 aHTHApHTMHULK, TPHUNMKAWYHH AHTUASNPECAHTH, MAKPOJIHAH, AaHTUNCUXOTHLH) (BHXK To4Ka 4.4
Yovaucasane na QT unwmepsaia).

Lpyza cvugecmsena ungpopmayus

B npoyuBaHe 3a papMaKOKHHETUYHH B3aHMOACHCTBUA, 1€BOQIOKCALHH HE 3acira
(hapMaxKOKHHETHKATa HA TeOQHNHH (KOHTO € TecToB cyOcTpar 3a CYP1A2), koeTo noka3ea,
neognokcaunH He € CYP1AZ2 nuxuburop.

Hpyrn dopmMu Ha B3aNMOAEHCTBHA

Xpana
Hama KNMHHYHO 3HAYUMO B3aUMOACHCTBHE ¢ XpaHA. 3aTOBa J1EBOQIOKCALMH MOXE 1a



HE3aBHCHMO OT NPHEMA HA XpaHa.
4.6 PepTHANTET, OPpEeMEHHOCT H KbpPpMeEHe

bpemenHocT

Mma orpaHHueHH JaHHH 3a ynorpedaTa Ha nesodNOKCaAUMH NpH OpeMeHHH xeHK. [1poyuBaHnaTa npu
XUBOTHH HE MOKAa3BaT JAUPEKTHHU WK WHAHPEKTHH YBpEXKJallK €PeKTH C Orfiel Ha penpoayKTHBHA
TOKCHYHOCT (BX. TOUYKa 5.3).

Bunpexu ToBa, nopaaM JUNCaTa HA AaHHH NPH XOpa K MOPajJH TOBA, Y€ EKCNEPUMEHTAITHUTE JaHHH
NPEeANnoAaraT pucK OT YBPEXAaHE HA HOCELWMUTE TEXECTTA XPYLUAJIH Ha pacTALIUA OPraHUu3bM OT
GNyOpPOXHHONOHHKTE, NeBOIOKCAUMH He TpAOBa Aa ¢e npuara npy dpeMeHHH KeHH (BXK. Touka 4.3 H

5.3).

KbpMeHe

JleBopnoKCaUMH € NPOTUBOMOKA3AH NPH KEHH, KOUTO KbPMAT. HsiMa 10CTaTb4HO HHPOPMALIKA 34
eKCKpeLHraTa Ha N1eBOdUIOKCAUYH B KbPMAaTA, BBIIPEKH Y€ OCTaAHANKTE PIYOPOXHHONOHH CE
eKcKpeTHpar B KbpMmara. [lopaaun nuncara Ha JaHHHW NPK XOpa W Nopagy TOBa, Ye EKCNEPUMEHTATHHUTE
JAHHYW NpeanonaraT puck OT yBpeXkaaHe Ha HOCELMTE TEXKECTTa XPYLUAIH HA PACTALUHA OPraHU3bM

OT QIYOPOXHHONOHHTE, NeBodiokcaldH TabneTkn He TpadBa na ce npunara npy KbpMaukH ( BXK.
TOYKH 4.3 u 5.3).

DepTUNHTET
JlesodnokcaunH He Npear3BHKBA YBpeKAaHe Ha PEePTUIIUTETA HAHK PENPOIYKTHBHHUTE CNTOCOOHOCTH
NPH IMJIBXOBE.

4.7 EdexTH BbpXxy cnocofHocTTa 32 WopapaHe H pabora ¢ MAINAHH

Hsakou HexenaHH NeKapcTBeHH peakuru (Hanp. 3amMaieaHe/BepTHIO, CbHIUBOCT, 3PHTENHH
CMYILIEHWA) MOTAT [a HAPYLUAT CNOCcOoDHOCTTa Ha MAaUMEHTUTE Ja ¢€ KOHLUEHTPHPAT H Aa pearupar,
nopagn KOETO € Bb3MOXHO 12 Bb3HHKHE OMNacHOCT B CHTYalUHH, NPH KOKTO Te3H CMIOCOOHOCTH ca OT
ocobeHa BaxHocT (Hanp. wodupane unu padbora ¢ MaLIMHH).

4.8 Hexe1aHH 1eKAPCTBEHH peaKLIHH

[lpeacraBeHara no-aony HHbOpMaLUHA ¢€ OCHOBABA HA JAHHH OT KJIHHUUYHHM NPOYHBAHUA MNPUH NOBEYE
oT 8 300 nauueHTH, KaAKTO U NPOAB/HKUTEIEH MOCTMAPKETHHIOB OMNMUT.

Hexenannte peakuuu ca nogpeaecHy No 4ecTora, KaTo Han-4ecTUTE ca MbPBH, CROPEA CAeaHaTa
KOHBEHLIHA:

MHoOTrO HecTH (>1/10);

yectH (=1/100 no <1/10);

HeuecTH (= 1/1000 no <1/100);

peaxku (=1/10000 oo <1/1000);

MHoro peak (<1/10000) pxnrouUTENHO OTACTHHU CHOOLIEHHS.

C HEW3BECTHA HECTOTa: OT HATUYHHTE JaHHHK HE MOXKeE Aa Obae HanpaBeHa OLUEHKa

B PAMKHTC Ha BCAKO IPYITHPAHE 10 HCCTOTAd, HEKCNAHHUTC PCAKLIHHU Ca NPCACTAaBCHH B HH3XO0AAL pCA
Mo OTHOLICHHE HA TAXHATA CEPHO3HOCT,

CHcTeMo- YecTH HevecTH Peaxku
opranen Kiac | (217100 no (=1/1000 no (=1/10000 no
<1/10) <1/100) <1/1 000)




NHdekunu H ['b0uunu
Napa3sHTO3Nn HHOEKUNH,
BKJTIOUHTEHO
HH(PEKLUH C
KaHaHAa,
[laToreHHa
PE3HCTEHTHOCT
HapyweHus Ha JleBkOneHUs; TpombouuTONEHHA:; KocTHOMO3BbUHA
KpbBTa H Eozunopuana | Heyrponeuus HEXOCTATBYHOCT,
numdHara BKJAIOUYHTENTHO
CHCTEMA arnacTHYHa aHEMHH,
NaHUMTONEHMUS,
arpaHyJIOUMUTO3A,
XE€MOJIHTHYHA
AHEM U
HapyuieHus Ha AHruoeaem; AHapHNaKTHYEH
MMYHHaTa CBpPBbXHYBCTBHUTENHOCT | LUIOK?,;
CHCTEMA (BXK. TO4Ka 4.4) AHa(HIaKTOUAEH
wok® (BK. Touka 4.4)
Hapyulennsa Ha CHHAPOM HA
€HAOKPHHHATA HEAEeKBATHA CEKPeLIUs
cucTeMa Ha AHTHIHYPETHHEH
xopmoH (SIADH)
HapyuwieHus Ha AHOPEKCHA XHUMNOriuKeMus, XHUnepriavkeMus
MeTaboanima u ocobeHO npH (Bxk. TOUKa4.4)
XPaHEHETO nauueHTH ¢ aHadber
(BXK. TOuka 4.4)
[TcUuXHUHH Be3cbHHUE TPEBG}KHDCT; [IcUXOTHUHH PC€AKLIHH [IcHxOTHUYHH
HAPYLUEHHSA CocTosHHe HA | (Hamnp. C HAPYLIEHHA CbC
0OBbpKaAHOCT; XaIOUHHALWH, camo3acTpaiuasallo
HepsuocT napaHos); NOBEIEHHE,
Henpecus; BKJIIOUYBALLH
B130yaa; CYMLUMAHA Hieauus
Apku cuHMIA; HAH
Kowmapu; ONMT 32
ﬂen”pp{ym CaMﬂyﬁﬂr{CTBO
(BXx. TOUKa 4.4);
MaHus
Hapywenusa Ha | ['nasobonue; | CbHAMBOCT; KoHneyscus (Bx.Touku | [lepudepna
HepBHATa 3amManHOCT Tpemop; 4.3 n 4.4). CEH30pHa
cucTema’ Jucreyins [MapecTesns; HeBpOnaTHa (BXK.
Hapywenue Ha | TOYKa 4.4);
naMeTTa [lepudepna
CEH30pHa
MOTOPHA HEBPOATHA
a7
S 2SIy
B _/.
aHOGMEHA;
JIncRynes!
Excty
Hapy \ _




Areysus,
Cunkon;
JobpokayecTBeHa
BbTpPEUYECpEenHa
XHNEPTOHHUA;
MUOKNOHYC

HapyweHnua Ha
ounte’

3pUTENHH CMYLLIEHHA
KaTo 3aMbiNIEHO
3peHue (BXK. TO4Ka 4.4)

[IpexoaHa 3ary0a Ha
3peHKe (BXK. TOUKA
4.4)

Hapyuienus Ha CeetoBbpTek | THHHUTYC 3aryfa Ha cnyxa;
YXOTO K HapyweH cayx
nabupuHTa
CobpaeuHu Taxuvkapaus; BeuTpukynapHa
Hapywenus [MTannuraunu TaXHKapaus, KOATo
MOXe a JoBeae 1o
ChPACHEH apecT,
BeHTpuKynapHa
apuTMHUA W torsade de
pointes (cboOL1aBaHH
npearMHO NMpH
NALUMEHTH C PUCKOBH
dakTOpH 3a
yAb/HKaBaHE
Ha QT );
Yavnxed QT B
eneKTpoKaparorpama
(BX. TOUKH 4.4 n 4.9)
CbaoBm Camo 3a iv XynoToHus
Hapywenus' dopma:
Onedur
PecnypaTopHH, HNucrxes bpoHxocnazbm;
MPBLAHH H Anepruued
MEAHACTHHATHH [MHEBMOHHT
Hapyul€eHHS
CromaurHo- Hnapns; AbaoMHHaNHA Huapus-
UpEBHH [loBpbuiane; | Boaka; XEMOparm4Ha,
HapyLUEHHA ["anene Jducnencus, KOSTO B MHOTO pelKH
®natyneHums; CAy4ad MOXe 1a
KoHcTunauus Obae nokazarenHa 3a
CHTEPOKOJIHT,
BKJIIOYMTETHO
ncepaoMeMOpaHo3eH
KOJIUT (BXK.TOYKa4.4);
[lankpeaTuT (BXK.
TOouKA 4.4)
Xenaro- [ToBHuiEHH [loBuLIEH JKBATEHHLA H TEKKO
OuIHapHH yepHOAPOOHH | OHAUpYOHH B 4epHOAPOOHO
Hapy LIEHUS EH3HMH KPbLBTa yBpexXaaHe,
(ALT/AST, BKJIKOMHUTENHO
aNKaaHa
docdarasa,

GGT)




Touka 4.4);

XenaTur
HapyweHus Ha Obpus; FflekapcTBeHa peakuusa | TOKcHYHa
KOXaTa 1 Copbex; C €O3UHOPHIIHA H enuaepmanHa
noaKo»KHara Yprukapus; CUCTEMHH CHMNTOMHM | HEKPOIH3a;
TBKaH ° Xunepxuapoida | (DRESS) (sxk. touka | CHHapom Ha
4.4). @uxkcHpaHa Stevens-Johnson;
nekapcTeeHa epynuus | Eputema
MYITHDOPME;
Peakuvn Ha
GOTOYYBCTBUTENHOCT
(B, Touka 4.4);
JleBKOUMTOKIACTEH
BaCKYJIHT;
CTomarHr,
XynepnurMeHTauus
_ Ha KOXKaTa
HapyweHus Ha Aptpanrus; CyXOXHAHH PabaomMuonuza;
MYCKYJIHO- Muanrus HapyLLIEHHUA Pyntypa Ha
CKeJieTHaTa (Bx. TOukn 4.3 u 4.4), | cyxoxunde (Hanp.Ha
cUcTEMA U BKJIIOYHUTENHO AXUIECOBOTO
CbEAHHUTENHATA TEHAWHHT (Hanp. Ha CYXOKHNHE) (BK.
TbKaH AXHIIECOBOTO Touku 4.3 u 4.4);
CYXOXKHNHe); Pyntypa Ha
Myckynna cnabocr, NIMTAMEHT;
KOATO MOXE a € OT MycKyHa pynTypa;
0cODEHO 3HAYCHHE ApTpHT
NPH NAaLUUEHTH C
MUACTECHUA MPABHC
(BXK. TOuka 4.4)
Hapyuwenus Ha [loBuiueH Octpa 61bOpeuHa
O6vOpeunTe M KpEaTUHHH B HeOCTATbYHOCT
MHKOYHHUTE KpbLBTa (nanp. nopaawu
NbTULLA WHTEepPCTHLHAIEH
HedPUT)
Obun Camo 3a iv AcCTeHus IMnpekcus bonka (BKNIOYHTENHO
HAPYWECHHA H gopma: Gonka B rp0a,
epeKTH Ha Peakunu Ha rpbAHWA KoL H
MACTOTO Ha MACTOTO HA KpaHHULIHTE)
NPUNOKEHHE HHOY3HS
(Oonka,
3a4ePBABAHE)

2 auacbunamuuuu H anadmnamouﬂuu P€AKUHH NMOHAKOra MOraT a Bb3HHKHAT AOPH CJEA NMbpBaTa

A034.

b KOXHO-TUraBH4HH peakuHH NOHAKOra MOraT Aa Bb3HHKHAT JOPH CJICA MbpBAaTa J034.

*Cp0o0L1aBa ce 3a MHOTO peKH Clly4Yayd Ha NPOIBIAKHTENHH (A0 MECELH WIH FOAUHM),

CBbP3aHHU C NAPECTE3NH, AETIPECHA, YMOPA, HAPYLIEHHE HA MAMETTA, HApYLICHHA Ha C
YBpeXAaHe Ha ClyXa, 3pEHHETO, BKyca U OOOHSHHETO) BLB BPb3Ka ¢ ynorpedara Ha
GIYOPOXHHOOHH, B HAKOH ClTy4ay, HE3aBHCHMO OT BEY€ ChLUECCTBYBALLIUTE PUCKOB

Touka 4.4).




**[1pn naumeHTHTE, NpHeMaLLH GNYOPOXHHONIOHH, ¢a CHODLLIEHH Cllyyan HA aHEBPU3MA W AHCEKALMA
Ha aopTaTa, MOBAKOra YCIO0KHEHH NOPAAH pa3KbCBaHE (BKAOYHTENHO C JIETANEH H3X0A) U
perypruTaums/Hea0CcTaTb4HOCT HA HAKOHW OT ChpAEYHHUTE Kanu (BxK. Touka 4.4).

JIpyrH HeXeNnaHH peakuuH, CBbP3aHHu C NPUAOKEHHETO HA QDIYPOXHHONOHH BKITHOYUBAT:
~ MPUCTBLIH HA NOPPHPHA NPH NALKUEHTH ¢ NOPPHPHA.

(C1oblaBane HA NOA03UPAHHU HEXKENAHH PEaKLHK

CoobiiaBaHeTo Ha NOAO3MPAHH HEXENAHU PeakunH ciea paspellaBaHe 3a ynortpeda Ha fiekapcTBeHH!s
NPOAYKT € BaXXHO. TOBa NO3BONABa Aa MPOAL/KY HAONKOAEHHETO Ha CHOTHOLLIEHHETO NOJ3a/PUCK 34
NleKapcTBEHHA NPpoayKT. OT MEAHUHHCKHTE CNEUHATHCTH CE M3HCKBA Aa CboO111aBaT BCAKA
Noao3MpaHa HexenaHa peakums upe? MinbaHuTenHa areHuMa no nekapereara ya. . Jamad ['pyes™ Ne

8, 1303 Codus, Ten.: +35 928903417, yebeaiiT: www.bda.bg

4.9 Ilpenosnpane

Cnopea TOKCHKONOMHYHHTE MPOYYBAHHA NPH KHBOTHH WIH KIMHHYHO-(PapMaKOJOrHYHHTE
MPOy4BaHHs, MPOBEACHH CbC CyMpaTepaneBTUHHH 103U, HAH-BAXKHUTE NPU3HaUK, KOMTO TpaOBa aa ce
OYaKBaT cled OCTPO Apeao3upaHe Ha eBOodIOKCaUUH TabneTKy ¢a CHMITOMH OT CTpaHa Ha
LEHTPA/IHATa HEPBHA CHCTEMA, KaTO 00BPKAHOCT, 3aMasHOCT, HAPYLIEHO Cb3HAHHE H KOHBY/ICHBHH
npunagbuUH, yabkasaHe Ha QT HHTepBana, KAKTO U CTOMALUHO-YPEBHH peaKUUH KaTo rageHe
NUraBUYHH €PO3HHU.

Edexru Bopxy LUIHC, BiunouBatum cheTosiHne Ha OOBbPKAHOCT, KOHBYJICHH, MHOKJIOHYC, XaOLIMHALIMH
U TpEMOp ca

HabnJasaHHu MpH AOCTMAPKETHHIOBHSA ONHUT.

B cnyuait Ha npeao3npaHe, TpaOBa aa ce NPUNOXKKH CUMIITOMATHYHO Je4yeHue. Tpadea aa ce
npeanpueMe EKI” MOHUTOpHpaHe, Nopaau BLIMOXHOCTTA 3a yaAbaxaBaHe Ha QT unreprana. Morar
Aa ObAaT NpyUnaraHyd aHTHAUMAM 3a NPEANa3BaHe Ha CTOMAlLIHATA JMrasuila. XeMoadanu1aa,
BKJIIOYHTETHO NepuToHeanHa adanu3a u HAI1/] ve ca edpexTHBHH 32 OTCTpaHABaHe HA
nesodnokcaumH OT opraHuimMa. He cbuectsypa cneudguueH aHTHAOT.

5. ®APMAKOJIOTrHYHH CBONCTBA
5.1 dapmakoaHHAMRYHH CBOHCTBA

MdapmaxkoTepanesTHUHA rpyna: aHTHOaKTEpHANHHW XHHOIOHH, (QJIYOPOXHHONOHH

ATC koa: JOIMAI12

JleBohIOKCALMH € CHHTETHYHO aHTHOAKTEPHATHO CPEACTBO OT KJ1ac GAYOPOXHUHOAOHKN U € S (-)
€HAHTHOMEPBT Ha PaLEMUYHOTO AKTUBHO BELUECTBO OQUIOKCALIMH.

Mexanuzv.m Ha oeucmeue
Kato GbnyopoXHHONOHOBO aHTHOAKTEPHATHO CPEACTBO, JICRO(MIOKCALIMH ACHCTBA BbPXY KOMILIEKCA
JIHK-AHK rupaza n tonousomepasza IV.

Bpvixa papmaroxunemuxa/apmaxoounavuxa

CreneHTa Ha DakTepranHa aKkTUBHOCT Ha JIeBOQJIOKCALMH 3aBUCU OT CbOTHOWEHHUETO MEXAY
MaKCUManHaTa KoHueHTpauua B cepyma (C max) unu iowra nog kpueata (AUC) U MuUHUManHaTa
HHXHOKpawa koHueHTpauus (MIC).

Mexanuzbm Ha pe3ucmeHmuocm
Pe3UCTEHTHOCT KbM JIEBOQIOKCAUHH C€ MPUROOHUBA YPE3 MOETANMEH IPOUEC HA MYTalHH / AL
MeCTa U Ha aBeTe tononiomepasd tun 11, JJHK rupaza u Tononszomepasa V. dpyrn mess R34t
PE3UCTEHTHOCT KaTo OapuepH Ha NponyCKAKMBOCTTA (MecTo npU Pseudomonas aerugi ﬁ o
DA ol
iy

MEXAHH3MH 32 eAyKC, MOraT ChbLIO AA NOBIHAAT HA YYBCTBUTENHOCTTA CNPAMO JI€B(

HabnrogaBa ce KpbeTocaHa pe3HCTEHTHOCT MexXy esodaokcauuH u apyru ¢ayopox

[lopagn MexaHu3ma Ha A€HCTBUE, KaTO UANO HAMA KPbCTOCAHA PE3UCTEHTHOCT MEXK %\ :
W, %
v

S



neBo¢UIOKCAUHH ¥ APYTHTE KNacOBE aHTHOAKTEpPHATHM CPEACTBA.

lpanunnu cmounocmuy
[Tpenopbkute Ha EUCAST 3a rpanuununTe cToiiHOCTH Ha MIC 3a nesogioKCauHrH, pa3aensiim
YYBCTBHTEIHHUTE OT HHTEPMEIUEPHO HYBCTBUTENHHUTE MHKPOOPraHN3MH H HHTEPMEIHEPHO

YYBCTBHTEJIHUTE OT PE3HCTEHTHHTE MHKPOOPraHH3MH, ca NpeacTaBeHy No-A0y B Tabnyuara 3a
TecTeaHe Ha MIC (mg/l).

Kanauuuu MIC rpaununu croitHocti Ha EUCAST 3a nesodunokcauunH (sepcusa 10.0, 2020-01-01):

IlaToren YyscTBHTEIICH PesHcTeHTeH
Enterobacterales <0.5 mg/l >1 mg/l
Pseudomonas spp. <0.001 mg/l >1 mg/l
Acinetobacter spp. <0.5 mg/I >1 mg/l
Staphylococcus aureus

_ <0.001 mg/] >1 mg/l
Coagulase-negative staphylococci
Enterococcus spp.’ <4 mg/l >4 mg/l
Streptococcus pneumoniae <0.001 mg/l >2 mg/l
Streptococcus groups A, B,Cand G | <0.00]1 mg/l >2 mg/l
Haemophilus influenzae <0.06 mg/I >0.06 mg/|
Moraxella catarrhalis <0.125 mg/l >0.125 mg/l
Helicobacter pylori <1 mg/l >1 mg/l
Aerococcus sanguinicola and urinae’ | <2 mg/l >2 mg/|
Aeromonas spp. <0,5 mg/I| >1 mg/i
OK-D/J] (HeCB}maHn C BHAOBETE) <0.5 mg/| >1 mg/l

_rpaHH4YHH CTOHHOCTH

1: CaM0 NMpH HEYCNOKHEHN HHPEKLHH HA YPHHAPHHUA TPAKT
2: UyscTaHUTENHOCTTA MOXKe Aa Obae W3BeaeHa OT YyBCTBHTETHOCTTA KbM LMNPOGIOKCalMH

[IpeocOnanaBailiata pe3MCTEHTHOCT MOXE a BapHpa reorpadcku U BbB BpEMETO 3a ONPEAENEHH
BHOOBE, NOPaAH KOETO € KeJlaTeNHO Aa ce TbPcH HHpOpMaUKA 3a JIOKANHATa PE3UCTEHTHOCT, OCODEHO
NpH NeveHHe Ha TeXKH HHPpekuuH. [Tpn HeobxoaumocT, TpabBa aa ce TbPCH EKCNEPTHA KOHCYITALHUA,
KOraTo MecTHaTa npeobnajgasaila pe3HCTEHTHOCT € TAKaBa, Y€ MPHAOKEHHETO Ha CPEICTBOTO MOHE
NMPH HAKOH BHAOBE HHPEKLHH, € MO BBLIPOC.

O0HualiHO YYBCTBHTE/JIHH BHAOBE

Aepodrnu [ pav-noroxcumernu baxmepuu
Bacillus anthracis

Staphylococcus aureus METHLUMIHH-YYBCTBHTEHU
Staphylococcus saprophyticus

Streptococci, group C and G

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Aepoonu [ pav-ompuyameanu baxmepuu
Eikenella corrodens

Haemophilus influenzae

Haemophilus para-influenzae

Klebsiella oxytoca

Moraxella catarrhalis

Pasteurella multocida

Proteus vulgaris

Providencia rettgeri




Anaepobnu baxmepuu
Peptostreptococcus

Lpyeu

Chlamydophila pneumoniae
Chlamydophila psittaci
Chlamydia trachomatis
Legionella pneumophila
Mycoplasma pneumoniae
Mycoplasma hominis
Ureaplasma urealyticum

BuaoBe, NIpH KOHTO NPHAOOHTATA PE3HCTEHTHOCT MOXKE Aa ¢e OKaxe npobjaem

Aepoduu I’ pav-notoxcumernu baxmepuu

Enterococcus faecalis
Staphylococcus aureus METHUNNIHH-PEIUCTEHTHH'

Koarynasa weratusen Staphylococcus spp

Aepobuu I pav-ompuyame.inu baxmepuu
Acinetobacter baumannii
Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae
Escherichia coli
Klebsiella pneumoniae
Morganella morganii
Proteus mirabilis
Providencia stuartii
Pseudomonas aeruginosa
Serratia marcescens

Anaepobnu bakmepuu
Bacteroides fragilis

HHCJIEECTBEHO PEIHCTECHTHH 1aMOBC

Aepoonu [ pav-noroxcumeinu baxmepuu
Enterococcus faecium

* MHOIO € BEPOSATHO METHLIMIIMH-PDE3UCTEHTHH S. gureus Na UMaT KOPE3UCTEHTHOCT KbM
GNYyOpPOXHHONOHHU, BKIIIOUHTENHO NeBO(IOKCALINH,

5.2 @dapmMakoKHHETHYHH CBOHCTBA
Abcopbduns

[lepopanHo npunoxenns nesodgrokcauuH ce abcopbupa 6LP30 M NOUTH HANBJIHO U IOCTUrA MUK HA
naa3MeHaTa KOHuUeHTpauusa 0o 1-2 yaca caea npuem. AbcontotHara bHonannuHoct e 99 - 100%.

XpaHaTta uma cnab edexTt Bbpxy adbcopbumuaTa Ha neBod10KCaLHH.

YCN0BHA Ha CTALMOHAPHO CbCTOAHUE ¢e aocTUraT A0 48 uaca ciea cxema Ha npunarane 50
BEAHDBXK HJIM [1BA MbTH AHERHO.

Pasnpeaenenue
Mpubanzurento 30 - 40% ot AeBodnokcaLUyH ce CBbP3BAT CbC CEPYMHUTE NMPOTEUHH.

CpeaHust 00eM Ha pasnpeaeneHue Ha neBopaokcauut € npubausutento 100 lcneae




MHOTOKpaTHH 3034 oT 500 mg, ¥ noka3ea LWHPOKO pa3npele/ICHHE B TEJECHUTE ThbKAHH.

[lpoHnkBaHe B THKAHUTE U TENECHUTE TEHHOCTH

Jlerog10KCaLIMH NPOHUKBA B OPOHXHANHATA TMraByLa, eNMTEeNHATa NOKPHUBHA TEHHOCT,
anseonapHute Makpodarny, benoapobHara TbKaH, K0XxaTta (TEHHOCTTa B MEXYPHTE), ThbKaHTa Ha
npocTarara v ypuHara. Jlesognokcauut odbave vMa HE3HAYHUTETHO NPOHHKBAHE B rpbOHa4YHO-
MO3bYHATa TEYHOCT.

buotpancdhopmauns

NeBodnokcauunu ce metaboanu3upa B MHOIo MaiKa CTeneH Kato MeTaboNIMTHTE ca Ae3METHI-
nesodrokcaunt U nesodnokcaudl N-okcua. Tezn metadbonuru npeacrasinsat <5% oT go3arta H ce
eKCcKpeTupaT B ypuHara. JleodokcaunH € CTepeOXHMHYHO CTAOHEH H HE NPETLPIABA XUpAiHa
HHBEPCHA.

E1MMUHHPAHE

Cnel nepopasiHO W HHTPABEHO3HO MPHIOKEHHUE HA 1EBONOKCALMH, TOH C& ENHMHUHUPA OTHOCHTENHO
0aBHO oT nna3Mara (i, : 6 - 8 h). Ekckpeunsata e npeanmMHo upe3s 660peumnTe (>85% oT npunokeHara
J03a).

CpeaHuaT npuBHaeH o0l TeneceH KIHPBLHC Ha NEBOMIOKCAUMH cnea eAMHMYHa 1032 oT 500 mg e
175 £29.2 ml/min

Hama ronemu Pa3/IHKH BBLB CI)EPM&HDKHHCTHKET& Hd HEBO(IJJ]DKC&HHH CHaCc HHTPABCHO3HO H
nepopanHO NpPpUNOKCHUE, KOCTO rnpeanoyara s3auMo3aMCHACMOCT Ha NEPOPAIHHA H HHTPABCHO3HHA
NbT.

JluHekHOCT
JlepodsiokcallMH NpUTEKABA NUHeHHA dhapMakOKHHeTUKa B AMana3oHd ot 50 oo 1 000 mg.

Cneunaniy nonyaaluu

Hayuenmu ¢ 6vbpeuna nedocmamvynocm

dapmMakOKHHETHKAaTa Ha N1eBOPIOKCaUMH ce 3acara npy OuOpeuHo yBpexkaaue. I1pu HamanaBaHe Ha
Ov6peuHaTa pyHkuUa, H6BOPEUHOTO ENHMUHHPAHE H KIHPBHC HAMATABAT, ENUMHHALUMOHHUAT
NONY>KHUBOT CE€ YABIKABA, KAKTO € NOKa3aHo B Tabnuuara no-aoay:

PapmakoKHHeTHKA NpH 6bOpedHa HeAOCTATBLHHOCT Cell €AHHHYHA nepopaiHa Jo3a oT 500 mg

Cle [ml/min] [ <20 20-49 50-80
Cle [mUmin] |13 26 [ 57
t..[h] 35 27 9

Hayuenmu 6 cmapuecka ev3pacm
Hsama 3HaunTenHU pa3nuky BbB (JapMaKOKHHETHKATA Ha JIEBOGIOKCALIHH NPH MJ1aaH NAUHEHTH U
NauHeHTH B CTap4ecka Bb3pacT, OCBEH TE€3H CBbP3aHH C Pa3/MKH B KPEATHHHHOBUSA KJIMPBHC.

[Toro6u pasauxu
OTaenHU aHaAAU3H NPH MBXE H XKCHH NMOKA3BaT MANKH 20 MNPAHKYHH NONOBH PA3IHKH BbLB
dbapMaKOKHHETHKATA Ha JleBodiokcaunH. HAMa JaHHM T€3W NOMOBH PaiiMKK Aa ¢a OT KN
3HAUYEHHE.

5.3 [Ilpeaxknannn4ynn JjanuH 3a HezonacHocT

HekTHMHUYHUTE 1aHHW HE NMOKa3BaT 0COOeH PHCK 3a xopa Ha 6a3zaTa Ha KOHBEHUMOHAI
(hapMaKONOrHYHH NMPOYYBAHHA 32 TOKCHYHOCT Ha €AWHUYHA 1032 H NPH MHOFOKPATHO



KapuHHOICHEH NOTEHUHAN, PEMNPOIIYKTHBHA TOKCHYHOCT H TOKCHYHOCT 34 PA3BHTHETO.

JleBodnokcaumH He Npean3BUKBA HapyuleHre Ha GepTHIAKTETA HAK PeNpoayKTHBHATA CNOCOOHOCT
MPY NNBLXOBE W HErOBUAT €AMHCTBEH eDeKT BbPXY NNoaa e 3abaBeHO Ch3pABaAHE BCIEACTBUE HA
TOKCHUYHOCT NPH MaKKaTa.

Jlesohnokcauun He HHAYLUUPA T€HHH MYTAaUKH B DaKTepHaNHH KNEeTKH WK KNeTKH Ha 003aifHULMK, HO
HHAYLHpa XpOMO30MHH adepauuu B OenoapodbHU KIETKH OT KHUTARCKH XamcTtep in vitro. Te3n edexTH
MO>KE 14 C€ AbJIKAT Ha HHXHOUpaHeTO Ha Tonoun3somepasa ll. In vivo TecToBe (MUKPOHYKNEApHAM,
pa3MAHA Ha CECTPUHCKH XpPOMATHAH, HenpeasuaeH cuHTes Ha JIHK, nomMuHaHTHH neTtanHmn TecTose)
HE NMOKa3BaT HHKAKbB FreHOTOKCHUYEH NOTEeHLHaN.

[lpoyuBaHHA NpH MHLLIKH NOKA3BaT, Y¢ JEBOJIOKCALUHH UMA (DOTOTOKCHYHA AKTUBHOCT CAMO NPH
MHOI'0 BUCOKH A03HU. JIeBO(TOKCALIMH HE MOKA3BA HUKAKBLB NEHOTOKCHUEH MOTEHUMAN NMPH TecTa 3a
$HOTOMYTAreHHOCT ¥ HAMansaBa TYMOPHOTO Pa3BUTHE MNPH NPOYUBAHE 3a POTOKAHUEPOreHHOCT,

Kakto npyu apyrute (yopOXHHOIOHH, N€BO(IOKCAUNH NOKa3sa €PeKTH BbPXY XPYLUAJIHTE
(oTnenBaHe M oOpazyBaHe HA KyXHHH) MPH MUTHLXOBE W KyveTa. Te3H HaX0AKH ca No-1u3pa3eHH NpH
MJTaIM dKHBOTHH.

6. OAPMAIEBTHYHH JAHHH
6.1 Cnucbk HA NOMOIHH BelllecTBa

CobpuesuHa Ha TabneTkara:
Xunpomenosa (3 cps)
MukpokpucTanHa uenynosa,
KpocnoBuaoH (tun-B)
Markesues cteapar

DUNIMOBO NOKPHTHE:
Xunpomenosa 2910 (6 cps)
Maxkporon 400

[Moaucopbar 80

Turanoe avokcua (E171)
XKenezeH okcua, yepseH (E172)
Keneszen okcua, xuat (E172)

6.2 HecbBMeCTHMOCTH

HenpuioxKHmo.

6.3 Cpox Ha roanocrt

3 roauHM

6.4 ChnenHa HH yCJIOBHS Ha ChXPaHEeHHe

Ja ce chxpaHaBa B OpMrHHAIHATA ONAKOBKA, 34 3 C€ NPeanasy oT CBETJIHHA.

6.5 BnaH chbAbLpXKAHHE HA ONAKOBKATA

Al/PVC bGauctepu

OnakoBkH ¢ 5 Tabnetku (1 6aucTep no 5 Tabnerku), 7 Tabnerku (1 daucrep no 7 Ta

TabneTku (2 Onaucrepa no 5 TabneTku) B KapTOHEHA KYTHA.
He BcHuku BUIOBE ONAaKOBKH MOrar ga Obaat mycHaTH Ha nasapa. \




6.6 CrnenuanHs npeanazHH MepKH NPH H3XBBPJSHE H paboTa

Hama cneuraiHy M3McKBaHMUA.

7. TNIPHTEXATEJ HA PAZPEHIEHHETO 3A YIIOTPEBA

EKOOAPM I'PYII A

yA. AtaHac ykoe Ne29, eT. 3
1407 Codusa, bvarapus

Ten.: (02) 906 90 70

daxc: (02) 906 90 71

8. HOMEP(A) HA PA3PEIIIEHUETO 3A YIIOTPEBA

Per. Ne 20140367

9. JATA HA ITbPBO PASPEMIABAHE/MTIOAHOBSABAHE HA PASPEHIEHHUETO 3A
YIIOTPEEA

Harta Ha nbpso paspeinarae: 03 gexemepu 2014
JlaTa Ha nocneano noanosasae: 20 nekemepu 2019

10. JATA HA AKTYAJIL3HPAHE HA TEKCTA
07/2024




